Summary: To clarify tthe mechanism by which local application of silver compounds protects burns against infection, an ion-specific electrode was used to measure the concentration of silver ions in solutions. By this method it was shown that in burn dressings silver ions were reduced to a very low level by precipitation as silver chloride. The antibacterial effect was found to depend on the availability of silver ions from solution in contact with precipitate. Between 10-5 and 10-molar silver nitrate solution in water was rapidly bactericidal. The minimal amount of silver nitrate causing inhibition of respiration of skin in tissue culture was about 25 times the minimal concentration of silver nitrate that inhibited growth of Pseudomonas aeruginosa.
Introduction
The value of silver nitrate and other silver compounds in prophylaxis against infection of burns, especially with Pseudomonas aeruginosa, has been established by work in several centres (Moyer, Brentano, Gravens, Margraf, and Monafo, 1965; Cason, Jackson, Lowbury, and Ricketts, 1966; MacMillan, Hill, and Altemeier, 1967; Jackson, 1968, 1970; Fox, Rappole, and Stanford, 1969) . Silver applied in such dressings combines with chloride in the burn exudate to form nearly insoluble silver chloride. The question arises of how bacterial infection is prevented by silver compounds in this situation. The problem has been examined in the experiments described here with the aid of an electrode that measures the concentration of silver ions in solution.
Methods
Silver Ion Concentration.-A specific ion electrode, Orion Model 94-16, was used. A calomel half-cell dipping into saturated potassium chloride solution was connected by a bridge of molar potassium nitrate in agar gel contained in flexible polyethylene tubing in order to avoid contamination of the sample under test with chloride ions. The free end of the bridge tubing and the sensitive membrane on the end of the specific ion electrode were maintained a few millimetres apart and brought into contact with the surface of the dressing, cream (Cason et al., 1966 
Results
Silver Ions in Burn Dressings.-Silver ions in compresses soaked in 0.5°0 silver nitrate (3 x 10-2 M) and applied to an exuding burned surface were quickly reduced to a low concentration by the emerging chloride; silver ion concentrations of 10-10 M were recorded two days after application. Creams in a base of emulsifying wax (B.P.) showed less than their nominal concentration of silver ions when freshly made-for example, 0.5 % silver nitrate cream showed ionized silver equivalent to 0.15°/ silver nitrate solution, and 1% silver nitrate cream showed ionized silver equivalent to 0-62% silver nitrate. Presumably substances were present in the base of the cream which combined with silver ions; nevertheless, these dressings were effective (Cason et al., 1966 (Lawrence, 1959 (Lawrence, , 1970 
Discussion
The picture we have is that a biological system, such as a bacterial or tissue culture or the surface of a burn, contains a small and rather constant concentration of silver ions in equilibrium with insoluble silver salts and complexes and, more importantly, with silver ions reversibly adsorbed by bacterial cells. This adsorption may very well occur through reversible association with SH groups or histidine residues in the bacterial protein. The role of a dressing appears to be to provide a ready supply of silver ions for adsorption on any new bacterial cells which may be acquired or formed so as to prevent their further growth, without greatly exceeding the total concentration of all forms of silver which is known to have a deleterious effect on skin cells.
Since all of the silver nitrate in dressings is precipitated in a short time as silver chloride it might be thought that an application of the poorly soluble chloride would be as effective as the application of a solution or a cream containing the highly soluble nitrate. But though silver chloride produces a sufficient concentration of the salt in solution to inhibit the growth of Ps. aeruginosa-for example, in culture media used for bacterial sensitivity tests-the bactericidal action of the supernatant removed from a precipitate of silver chloride is negligible and less than that of a very dilute silver nitrate Silver Nitrate Added (mg./ml.) solution-for example, 0 5 ,ug./ml. It seems probable that the outstanding prophylactic effectiveness of silver nitrate compresses is due to the high concentration of silver ions present in the dressings for a short while after each replenishment of silver nitrate solution.
The tests on Ps. aeruginosa showed that the lowest concentration of silver ions associated with bactericidal action was considerably higher than that associated with bacteriostasis. This difference can probably be ascribed in part to the shorter exposure of bacteria in the tests for bactericidal action; it is possible, too, that a higher concentration of silver ions is required for killing than for inhibition of the bacteria.
Introduction
That the response to drug treatment does not merely reflect the chemical effect of the drug used has long been appreciated as an important feature in medical practice. The way in which a therapist preser ts treatment to the patient is important in this context, and there is an extensive literature on the therapeutic effects of chemically inert substances-the so-called placebo effect as discussed by Beecher (1955) and Shapiro (1960) among others. In psychiatric practice particularly, the halo effects of such factors may be of considerable importance.
The present investigation aims to examine the possible role of tablet colour in the drug treatment of patients with anxiety states, an aspect of drug treatment that does not seem to have been the subject of previous scientific inquiry. Furthermore, the study has been so designed as to permit comparison of patients' self-rating assessments with those made by the physicians.
Method
The drug used in this study was oxazepam (Serenid-D), a member of the benzodiazepine group shown by Le Gassicke 
Patient Group
The 48 patients included in the trial were attending psychiatric outpatient clinics and had been diagnosed as suffering from anxiety states. Since anxiety and depressive symptoms commonly occur together, only those patients in whom anxiety was the primary affective disturbance were included. All patients had normal colour vision when tested by means of isochromatic plates (Ishihara test). In those who had been on previous medication all drugs were discontinued at least two days before the trial was begun, and for one week in respect of phenothiazins or antidepressants. Oxazepam was the only drug taken by the patients during the trial period, except for hypnotics, which were continued if they had previously been prescribed and had been beneficial.
First Interview.-This comprised a clinical assessment of the patient followed by a decision on suitability for inclusion in the trial.
Information Given to Patients.-The patients were told that the tablets which they would receive had been found to help others with symptoms similar to their own, but that the object of the trial was to determine which of the three kinds of tablets was most effective in relieving their symptoms. It was also stressed at the beginning of the trial that to keep the physician's assessment as unbiased as possible the patients should not refer to the colour of the tablets.
The evaluation of the patients' response during each week of treatment was based on a self-rating scale and on a physician's rating scale. The self-rating scale adopted was that used by Lader and Wing (1966) .
Self-Rating
A completed self-rating form in which the patient's symptoms were recorded in his own words-for example, "feeling afraid," "palpitations,"-is shown (Fig. 1) . Furthermore, to ensure that no relevant symptoms of anxiety had been missed systematic inquiry was made relating to the following four main groups of symptoms:
